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Dear Sir, 

I am writing to ask you to send me application forms and details so that I may apply for a 
research grant from the Council for Tobacco Research. I have not previously held any independant 
grants (eg. NIH ROl) and so I would be eligable for a “New Investigator” grant. 

In order to further understand the control mechanisms which govern the regulation of 
eukaryotic gene expression and cell proliferation my research studies differentiation and 
proliferation using skeletal muscle cells as a model system. In particular I am interested in studying 
the role of myogenic determination proteins of the MyoD family in the regulation of proliferation 
and differentiation. The approach that I am developing involves direct needle microinjection of pure 
recombinant MyoD protein into fibroblast and myoblast cells. This approach has two main 
advatages over the more conventional one of transfecting expression vectors. Firstly, since I 
introduce the protein of interest at a specific time (for example at a defined stage of the cell cycle), I 
can determine what its immediate as opposed to longer term effects are. In this way I have already 
obtained preliminary evidence which shows that MyoD causes arrest of the serum induced cell 
cycle, perhaps indicating that in addition to its well established role as a transcription factor, this 
protein should also be thought of as a tissue specific tumor suppresor protein. The microinjection 
approach has allowed me to show that the cell cycle arrest is not mediated at the early stage of the 
cell cycle (Gq/Gj) but rather that it occurs late in the Gj phase. The second advantage of the 

approach is that it will allow me to determine the role of post-translational modification of these 
proteins on their function. For example, the protein could be phosphorylated in vitro before 
microinjection and the effect of this phosphorylation on the in vivo function of the protein in the 
living cell monitored. 

My research proposal to the Council for Tobacco Research will expand on these themes 
proposing specific experiments to determine: 

(i) The role and mechanism of myogenic determination proteins in cell cycle arrest, in particular in 
relation to the activity of other tumor suppressor proteins especially p53 and pl05 RB. 

(ii) The mechanism of transcriptional activation by these proteins in vivo, in particular the role of 
post-translational modification especially phosphorylation in regulating this function. 

I look forward to hearing from you soon. 

Sincerely, 

A- v 

Andrew M Thorbum, D.Phil. 


Source: https://www.industrydocuments.ucsf.edu/docs/zzvcOOOO 




